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ATP Binding Competition of Compound 14b
Compound 14b was analyzed for its competition with ATP in an ADP Glo GSK-3β assay. To this end, a dilution series of 14b was incubated with 25 µM, 100 µM and 500 µM of ATP and corresponding IC50 values were determined. Results and inhibition curves are listed in Table S1 and Figure S3 . a IC50 values were determined in an ADP Glo kinase assay, n = 1; b n = 5. Figure S3 . Inhibition curves of compound 14b in the presence of 100 µM and 500 µM ATP.
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JAK3 Inhibition by Compounds 14b and 24
Compound 14b and 24 were analyzed for their inhibitory activity on JAK3 in an enzymelinked immunosorbent assay (ELISA). Single point measurements at compound concentrations of 5 µM were conducted. Results are listed in Table S2 . Table S2 . JAK3 inhibition of 14b and 24 in the ELISA.
Cpd. JAK3 inhibition [%] a 14b
17.8 ± 6.3 24 31.8 ± 3.8 a n = 3.
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Metabolism in Human Liver Microsomes (HLM) of Compounds 14b and 24
Microsomes from liver, pooled from human (male and female) (Lot: SLBQ7487V) were purchased from Merck (Schnelldorf, Germany). The substrate (compounds 14b and 24, respectively) (100 µM), an NADPH-regenerating system (5 mM Glucose-6-phosphate, 5 U/mL Glucose-6-phosphate dehydrogenase and 1 mM NADP + ) and 4 mM MgCl2⋅6 The metabolite formation was analyzed with an Alliance 2695 Separations Module (Waters GmbH, Eschborn). The chromatographic separation was performed on a Waters Symmetry C18 column (150 x 4.6 mm; 5 μm) using the gradient listed in Table S3 .
Sample temperature: 4°C
Column temperature: 40°C
Injection volume: 10 μL
Flow rate: 0.4 mL/min The detection was performed on a Micromass Quattro micro triple quadrupole mass spectrometer (Waters GmbH, Eschborn) using the electrospray ionization in the positivemode.
Spray voltage: 4.5 kV Desolvation temperature: 250°C
Desolvation gas flow: 600 L/h. 
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